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Gene expression profile for diagnosing small cell lung 
cancer, discriminating from non- small cell lung 
cancer, " and assessing chemotherapy- resistant lung 
cancer 

Nakamura, Yusuke; Daigo, Yataro; Nakatsuru, Shuichi 
Oncotherapy Science, Inc., Japan; The University of 

Tokyo 

PCT Int. Appl., 215pp. 
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PRIORITY APPLN. INFO.: US 2005-703192P P 20050727 

US 2006-799961P P 20060511 

AB Methods for detecting and diagnosing small cell lung cancer (SCLC) are 

described. In one embodiment, the diagnostic method involves determining the 
expression level of an SCLC-associated gene that discriminates between SCLC 
cells and normal cells. In another embodiment, the diagnostic method 
involves determining the expression level of an SCLC-associated gene that 
distinguishes two major histol. types of lung cancer, i.e., non-small cell 
lung cancer (NSCLC) and SCLC. Finally, the present invention provides 
methods of screening for therapeutic agents useful in the treatment of 
small cell lung cancer, methods of treating small cell lung cancer, and 
methods for vaccinating a subject against small cell lung cancer. 
Furthermore, the present invention provides chemotherapy-resistant lung 
cancer- or SCLC-associated genes as diagnostic markers and/or mol . targets 
for therapeutic agent for these cancers. These genes are up-regulated in 
chemoresistant lung cancer or SCLC. Accordingly, chemoresistant lung 
cancer or SCLC can be predicted using expression level of the genes as 
diagnostic markers. As the result, any adverse effects caused by 
ineffective chemotherapy can be avoided, and more suitable and effective 
therapeutic strategy can be selected. 
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Use of gene expression profiling to identify 

antiinflammatory macrolides 

Fanton, Christie; Mackichan, Mary Lee; Nakazawa, 
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Chiron Corporation, USA; Taisho Pharmaceutical Co. 
Ltd. 
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KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, KG, 
KZ, MD, RU, TJ, TM 

PRIORITY APPLN. INFO,: US 2004-545177P P 20040218 

AB The invention relates to the screening and selection of macrolide compds. 
for use as anti- inflammatory agents. The screening and selection of 
anti- inflammatory macrolides is based on the differential expression of 
one or more genes involved in the inflammatory process. Responses of A549 
and THP-1 cells to clarithromycin and FMA 9045 were used to identify 
informative genes . 
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2006:795802 CAPLUS 
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Marker genes for the diagnosis of chronic fatigue 
syndrome by gene expression profiling 
Gow, John; Chaudhuri , Abhijit 

The University Court of the University of Glasgow, UK 

PCT Int. Appl., 16 9pp. 
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AM, 



HU, 
BF, 
BW, 
AZ, 



IE, 
BJ, 
GH, 
BY, 



A 20050201 



GB 2005-2042 

Genes that show changes in levels of expression in chronic fatigue 
syndrome (myalgic encephalitis) are identified for use in the diagnosis of 
the disease and in its treatment. These genes include those encoding 
defensin al, Hb y, CXCR4 , tubulin pi, serine/threonine 
kinase 17B, HLA-DRP4, and prostaglandin D2 synthase. There is a 
relatively small set of genes, identified as a hub set, that show changes 
in expression that result in changes in levels of expression of a number of 
dependent or network genes. The genes identified provide objective 
disease markers that may be used in diagnostic tests to support the 
diagnosis of CFS/ME or for monitoring the effectiveness of therapy. They 
also provide a rational basis for classifying CFS/ME patients according to 
the biochem. lesion underlying their symptoms and enable provision of 
appropriate targeted therapies . 



REFERENCE COUNT: 



THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. .ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Gene expression profiles in peripheral blood 
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The Gov. Of the U.S. A as Represented by the Secretary 

of the Dept. Of Health & Human Services, USA 

U.S. Pat. Appl. Publ . , 67 pp., Cent . -in-part of Appl . 

No. PCT/US05/018744 . 

CODEN: USXXCO 

Patent 

English 
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PATENT NO. 



US 2006046259 
WO 2005116268 
WO 2005116268 
W: 



KIND 

Al 
A2 
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DATE 
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20061214 



APPLICATION NO. 

US 2005-155835 
WO 2005-US18744 



DATE 



20050617 
20050527 



RW: 



AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI , GB, GD, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KP, KR, KZ, 
LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ , NA, 
NG, NI, NO, NZ, OM, PG , PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, 
SL, SM, SY, TJ, TM, TN, TR, TT, TZ , UA, UG, US, UZ , VC, VN, YU, 
ZA, ZM, ZW 

BW, GH, GM, KE, LS , MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 
EE, ES, FI, FR, GB, GR, HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, 
RO, SE, SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG 

US 2004-575279P 
WO 2005-US18744 

A method for rapid and accurate diagnosis of the nature and severity of a 
stroke by measuring gene expression in peripheral blood mononuclear cells 
is described. Early diagnosis can be used to predict and prevent possible 
complications. The genes showing altered levels of expression include 
those associated with white blood cell activation and differentiation; in 
response to hypoxia, in vascular repair, and those related to a specific 
peripheral blood mononuclear cell (PBMC) response to the altered cerebral 
microenvironment . Also provided are methods of identifying one or more 
agents that alter the activity (such as the expression) of an ischemic 
stroke-related mol. 
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AB 



P 20040527 
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2005 : 1291789 CAPLUS 
144:46156 

Differential expression of molecules associated with 
acute stroke 

Baird, Alison E.; Moore, David F. ; Goldin, Ehud 
United States Dept. of Health, USA 
PCT Int. Appl,, 103 pp. 
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155835 
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PRIORITY APPLN. INFO. 



P 
W 



20040527 
20050527 



US 2004-575279P 
WO 2005-US18744 

AB Methods are provided for evaluating a stroke, for example for determining 
whether a subject has had an ischemic stroke, determining the severity or 
likely 

neurol . recovery of ' a subject who has had an ischemic stroke, and determining 
treatment regimen for a subject who has had an ischemic stroke, as are 
arrays and kits that can be used to practice the methods. In particular 
examples, the method includes screening for expression in ischemic stroke 
related genes (or proteins) , such as white blood cell activation and 
differentiation genes (or proteins) , genes (or proteins) related to 
hypoxia, genes (or proteins) involved in vascular repair, and genes (or 
proteins) related to a specific peripheral blood mononuclear cell (PBMC) 
response to the altered cerebral microenvironment . 
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2005:902703 CAPLUS 
143:272498 

Gene expression profiles in the diagnosis and 
treatment of Alzheimer's disease 

Landfield, Philip W. ; Porter, Nada M.; Chen, Kuey Chu; 
Geddes, James; Blalock, Eric 

University of Kentucky Research Foundation, USA 

PCT Int. Appl., 114 pp. 
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Patent 
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PATENT NO. 
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20050209 



W: AE, AG, AL, AM, AT, AU, AZ, BA, BB , BG, BR, BW, BY, BZ, CA, CH, 
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RW: BW, GH, GM, KE, LS, MW, MZ , NA, SD, SL, SZ, TZ , UG , ZM, ZW, AM, 

AZ, BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH , CY, CZ, DE , DK, 

EE, ES, FI, FR, GB, GR, HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, 

RO, SE, SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 



MR, NE, SN, TD, TG 
PRIORITY APPLN. INFO.: 
AB 



SM 



20040209 



US 2004-542281P 

Genes showing altered patterns of expression in the brain that are associated 
with the neurol. changes found in Alzheimer's disease and that can be used 
in the early diagnosis of the disease, including the incipient form of the 
disease, are identified. The methods and kits of the invention utilize a 
set of genes and their encoded proteins that are shown to be correlated 



with incipient Alzheimer's disease. 
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US 2004-539837P P 20040128 

WO 2005-US3560 W 20050127 

The inventors discovered genes that modify the insulin- like growth factor 

receptor (IGFR) pathway in Drosophila using a dominant loss of function 
screen, and identified inositol 1,4, 
5 -trisphosphate 3- kinase (ITPK) 

genes as their human orthologs . Thus, human genes for ITPK isoforms are 
identified as modulators of the IGFR pathway and thus are therapeutic 
targets for disorders associated with defective IGFR function and/or ITPK 
function. Methods for identifying modulators of IGFR comprising screening 
for agents that modulate the activity of ITPK are provided. Preferred 
ITPK-modulating agents, specifically bind to ITPK polypeptides and restore 
IGFR function. Other preferred ITPK-modulating agents are nucleic acid 
modulators such as antisense oligomers and RNAi that repress ITPK gene 
expression. 
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PRIORITY APPLN. INFO.: GB 2004-976 A 20040116 

WO 2005-GB57 W 20050114 

AB The invention provides methods of assessing a tissue inflammatory 

response, comprising making a quant, determination of the level of at least 

five 

transcripts shown in transcriptome provided in the invention or proteins 
encoded thereby, in a sample; and comparing the abundance of said 
transcripts or proteins so determined with the level of said transcript 
obtained from a control sample. Methods for diagnosis of a condition with 
which a tissue inflammatory response is associated are also provided, as are 
gene chip arrays and protein based assays suitable for use in these 
methods. Assay methods for determining a modulator of a tissue inflammatory 
response or a condition associated therewith also form part of the invention. 
The gene expression was profiled in human umbilical vein endothelial cells 
(HUVEC) contacted with a mixture of TNF-a, interleukin-lp, and 
interleukin-8 . In addition, expression in different endothelial cells types 
obtained from different parts of the body, namely HUVEC, human coronary 
artery endothelial cells (HCAEC) and human uterine microvascular 
endothelial cells (UtMVEC) were analyzed. It was found that many 
transcripts were consistently regulated by inflammatory signals in all 
three cell types. 
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PRIORITY APPLN. INFO. : US 2003-525025P P 20031125 

WO 2004-EP13347 W 20041124 

AB Gene expression assays were performed using tissues of monkeys treated 
with the calcitonin or parathyroid hormone analog (e.g., PTS 893) at 
sub-therapeutic dose. The assays were analyzed to identify the modes of 
actions of calcitonin or parathyroid hormone with relationships to 
therapeutic applications. Among the biomarkers are the expression 
profiles of the genes for Y-box binding protein, bone morphogenetic 
proteins, fibroblast growth factors, insulin- like growth factors, vascular 
endothelial growth factor, a-2-HS glycoprotein, osteoclast 
stimulating factor, nuclear receptors ( steroid/ thyroid family) , and 
others. The results obtained support the anabolic effect of salmon 
calcitonin on bone metabolism 
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US 2003-517751P P * 20031105 

US 2004-982556 A 20041104 

WO 2004-US36784 W 20041105 

The present invention provides methods for diagnosing mental disorders 
(e.g., psychotic disorders such as schizophrenia). The present invention 
uses DNA microarray anal, to demonstrate differential expression of genes 
in selected regions of post-mortem brains from patients diagnosed with 
mental disorders in comparison with normal control subjects. The 
invention also provides methods of identifying modulators of such mental 
disorders as well as methods of using these modulators to treat patients 
suffering from such mental disorders. 
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This invention relates to production of cyclic quinone derivs. for use 
regulation of gene expression, as relates to prevention or therapy of 
human diseases. Cyclic quinone synthesis schemes and structures are 



presented. With the goal of transcription regulation in diseased tissues, 
gene expression profile data is provided. The intended disease target for 
this invention is adenocarcinoma of the colon, however the invention 
claims application in numerous human diseases. Applications of the 
invention include production of cyclic quinone-based active ingredients in 
therapeutic agents . 
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AB Mitogen-activated protein (MAP) kinases (e.g., ERKl/2) phosphorylate a 

variety of target proteins including, for example, several immediate -early 
gene products (e.g., Fos, Myc, and Jun family proteins). Certain 
phosphorylation reactions require binding of the MAP kinase to the DEF 
domain of the target protein. Inhibitors that block this interaction may 
be useful therapeutics for human disease, including as antineoplastic 
agents. This invention provides several advantages over known therapies 
that directly target the MAP kinase signaling cascade. Typically, most 
compds.. that inhibit the MAP kinase pathway are non-specific and inhibit 
more than one enzyme, and the targeted inhibited kinases are not available 
to perform normal physiol . functions necessary for cell survival, whereas 
therapeutic methods of the present invention inhibit the activation of 
particular target proteins and leave the MAP kinases enzymically active 
and available to phosphorylate other non-DEF domain- containing proteins. 
Thus, DEF domains are identified in a large number of proteins, and the 
principles of the invention are exemplified using the immediate-early 
gene, c-Fos. Screening assays useful for identifying compds. that inhibit 
the MAP kinase-DEF domain interaction are also disclosed. 
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invention relates to the identification 


and 


use 


of 


gene 


expression 



profiles, or patterns, suitable for identification of breast cancer 
patient populations with different survival outcomes. The gene expression 
profiles may be embodied in nucleic acid expression, protein expression, 
or other expression formats, and may be used in the study and/or determination 

the prognosis of a patient, including breast cancer survival. 
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AB The present invention relates to methods of identifying an agent that 
modulates the function of an apoptosis-associated polypeptide. RNA 
interference (siRNA knockdown) in the neutrophil model of 



apoptosis identify the following kinases and/or G protein-coupled 

receptors (GPCR) as having roles in apoptosis: MAK, GPR86, 

PCTAIRE, GRAF, MPSKl, RS6PK, TLK2 , EKl, MKNK, NTKL, CDC42, RBSK, EDG6 , 

PRK, MAPKK5, P14KB, FLT4 , PSKHl, ITPKC, and ROCK. The invention 

also relates to methods of modulating apoptosis, diagnostic 

methods, arrays, kits and compns. based upon the apoptosis 

-associated polypeptides. 
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The present invention relates to a group of genes whose expression profile 
are different between human dental pulp stem cells and mesenchymal stem 
cells, as well as a method for regenerating tooth germ using these genes. 
According to the present invention, the gene expression profiles and 
cluster anal, between human dental pulp stem cells (hDPSCs) and 
mesenchymal stem cells (hMSCs) as representative populations of 
odontoprogenitor and osteoprogenitor cell were revealed, and a group of 
genes whose expression profile are different between human dental pulp 
stem cells and mesenchymal stem cells was identified. By utilizing the 
groups of the genes of the present invention together with the dental pulp 
stem cells and mesenchymal stem cells, hard tissue such as tooth germ, 
dental pulp, dentin or bone can be regenerated. The present inventors 
investigated the gene expression profiles and cluster anal, between human 
dental pulp stem cells (hDPSCs) and mesenchymal stem cells (hMSCs) as 
representative populations of odontoprogenitor and osteoprogenitor cells, 
resp. At- first, the present inventors confirmed the differential 
expression of Alkaline phosphatase (ALP) activity. Dentin matrix protein 1 
(DMP 1) , Dentin phosphosialoprotein (DSPP) using by real time 
reverse-transcriptase polymerase chain reaction (RT-PCR) in total RNA from 
primary cultures. The number of genes in hDPSCs (I) that were up-regulated by 
2>-fold, compared to hMSCs, was 614 (Table, IV) . On the other band, the 
number of genes down regulated by <2-fold in hDPSCs (I) was 2 96 (Table III, 
IV) . 
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AB The present invention provides compns. and methods useful in the diagnosis 
and treatment of addictive disorders including cocaine addiction. Target 
genes and their expression products are identified based on their 
differential expression in subjects affected by addictive disorders in 
comparison with control subjects. In another aspect, the invention also 
provides methods for evaluating candidate drugs to predict their 
therapeutic efficacy. The invention also provides methods for predicting 
whether a compound will be addictive. Compns, of the invention include 
arrays, computer- readable mediums, and kits for use in the methods of the 
invention. 
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AB The present invention identifies a number of genes, "apoptosis 

-associated" genes, whose expression is correlated with an early stage in 
regulation of apoptosis. The identification and role of these 



genes in apoptosis is validated using model assays and by 

knocking down gene expression using RNAi and assessing the resultant 

phenotype for altered apoptosis progression. Accordingly, these 

genes represent new targets for therapeutic targets. Methods are provided 

for identifying agents that modulate the function of an apoptosis 

-associated polypeptide or expression of nucleic acids encoding the 

apoptosis -associated polypeptide, as well as detecting the presence 

of an apoptosis-associated polypeptide in a sample using 

hybridization-based levels of gene expression or antibody binding. 
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AB Housekeeping genes commonly expressed in 35 different human tissues, 

oligonucleotide probes and DNA microarrays containing them, are disclosed. 
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Microarray Analysis Reveals Differences in Gene 
Expression of Circulating CD8+ T Cells in Melanoma 
Patients and Healthy Donors 

Xu, Tong; Shu, Chen-Tsen; Purdom, Elizabeth; Dang, 
Demi; Ilsley, Diane; Guo, Yaqian; Weber, Jeffrey; 
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American Association for Cancer Research 
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cells from many cancer patients are known to be 
and undergo spontaneous apoptosis. We used 



microarray technol . to determine whether gene expression differences exist in T 
cells from melanoma patients vs. healthy subjects, which may underlie 
these abnormalities. To maximize the resolution of our data, we sort 
purified CD8+ subsets and amplified the extracted RNA for microarray anal. 
These analyses show subtle but statistically significant expression 
differences for 10 genes in T cells from melanoma patients vs. healthy 
controls, which were addnl . confirmed by quant, real-time PGR anal. 
Whereas none of these genes are members of the classical apoptosis 
pathways, several may be linked to apoptosis. To addnl. 
investigate the significance of these 10 genes, we combined them into a 
classifier and found that they provide a much better discrimination 
between melanoma and healthy T cells as compared with a classifier built 
uniquely with classical apoptosis-related genes. These results 
suggest the possible engagement of an alternative apoptosis 
pathway in circulating T cells from cancer patients. 
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AB This invention relates to the discovery of nucleic acids and proteins 
associated with the aging processes, such as cell proliferation and 
senescence. The identification of these aging-associated nucleic acids and 
proteins have diagnostic uses in detecting the aging status of a cell 
population as well as applications for gene therapy and the delaying of 
the aging process. 
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differentiation and maturation of monocyte -derived 
dendritic cells using both oligonucleotide microarrays 
and proteomics 

Le Naour, Francois; Hohenkirk, Lyndon; Grolleau, 
Annabelle; Misek, David E.; Lescure, Pascal; Geiger, 
James D. ; Hanash, Samir; Beret ta, Laura 
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Journal 
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Dendritic cells (DCs) are antigen-presenting cells that play a major role 
in initiating primary immune responses. The authors have utilized two 
independent approaches, DNA microarrays and proteomics, to analyze the 
expression profile of human CD14+ blood monocytes and their derived DCs. 
Anal, of gene expression changes at the RNA level using oligonucleotide 
microarrays complementary to 6300 human genes showed that .apprx.4 0% of 
the genes were expressed in DCs. A total of 255 genes (4%) were regulated 
during DC differentiation or maturation. Most of these genes were not 
previously associated with DCs and included genes encoding secreted proteins 
as well as genes involved in cell adhesion, signaling, and lipid metabolism 
Protein anal, of the same cell populations was done using two-dimensional 
gel electrophoresis, A total of 900 distinct protein spots were included, 
and 4% of them exhibited quant, changes during DC differentiation and 
maturation. Differentially expressed proteins were identified by mass 
spectrometry and found to represent proteins with Ca2+ binding, fatty acid 
binding, or chaperone activities as well as proteins involved in cell 
motility. In addition, proteomic anal, provided an assessment of 
post-translational modifications. The chaperone protein, calreticulin, 
was found to undergo cleavage, yielding a novel form. The combined 
oligonucleotide microarray and proteomic approaches have uncovered novel 
genes associated with DC differentiation and maturation and has allowed anal, 
of post-translational modifications of specific proteins as part of these 
processes. 
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cDNA-RDA of genes expressed in fetal and adult lungs 
identifies factors important in development and 
function 
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The identification of genetic factors important in lung 
function will help in understanding the underlying mol. 
respiratory disease. Representational difference anal, 
is a PCR-based subtractive enrichment procedure for the 
differentially expressed genes. We performed cDNA-RDA and isolated genes 
expressed more abundantly in fetal and adult lungs. Fifty-four clones 
potentially representing genes with higher transcript levels in the fetal 
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development and 
mechanisms of 
of cDNA (cDNA-RDA) 
isolation of 



lung were sequenced. Sequence similarity searches indicated that these 
clones included 12 known genes, a discoidin- like domain- containing gene, s 
expressed sequence tags (ESTs) , and one novel sequence. Fifty- six clones 
potentially representing genes expressed more abundantly in the adult lung 
were also cloned and sequenced. Of these, 16 known human genes were 
represented along with two sequences significantly similar to known mouse 
genes and two novel sequences . Several of these known genes are 
implicated in stress response and lung protection. Thus cDNA-RDA was 
successfully used to isolate known and novel differentially expressed 
genes, which putatively play an important role in human lung development. 
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AB The present invention relates to methods of identifying an agent that 



modulates the function of an apoptosis-associated polypeptide. RNA 
interference (siRNA knockdown) in the neutrophil model of 
apoptosis identify the following kinases and/or G protein-coupled 
receptors (GPCR) as having roles in apoptosis: MAK, GPR86, PCTAIRE, GRAF, 
MPSKl, RS6PK, TLK2, EKl, MKNK, NTKL, CDC4 2, RBSK, EDG6 , PRK, MAPKK5 , 
P14KB, FLT4, PSKHl, ITPKC, and ROCK. The invention also relates 
to methods of modulating apoptosis, diagnostic methods, arrays, kits and 
compns. based upon the apoptosis-associated polypeptides. 



